H ^ B # fr 

JAPAN PATENT OFFICE 



PQT/JP2004/019289 

16.12.2004 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 

m m * n a 2003^12^160 

Date of Application: 

HI * * * #M 2 0 0 3 - 4 1 8 5 2 3 
Application Number: 

[ST. 10/C] : [JP2003-418523] 

m m a 

Applicant(s): 




ffiMHg- t&SE«F 2005-3003415 



2003-418523 



l/E 



[fcTftl 

[ft*] • 
[nw#] 

[ft*] 

[ffi^fXtt^HFf] 
[ft*] 
[f&W#] 

[ftMXttMBr] 
[ft*] 

[iffffttJlUA] 
[SK8U#^] 
[ft*Xt**#] 

KtSA] 

[■WW**] 

[#a±] 

[ft*:su±*ffc] 

[*»#*] 

[M^bfcftaA] 

[ft*!JUi*ffc] 

laittLfc^aA] 
[»J#-ti 
l#a±] 

[ft*Xfi*&] 
[SftLfeftlA] 

[ft*X&*&] 

[t;#*] 
[%#*] 
[%#*] 



259625 

¥^15^12^ 16 H 
C12M 3/06 

X***B KT 3 T 1 3 0 # 2 # * * ; 
gut ft 

m***fflET*.*3Tl 3 0*2-^ ^r/IW*ttrt 

its if 1 ? 

JDK**HIKT*.*3TB 3 0#2^ ^/V^W 



- 5 



000001007 

100123788 

03-3585-1882 
100088328 

100106297 

£13 
100106138 

201087 
21.000R 

9§*MF 1 

mm i 

i 



ffiiE# 2005-3003415 



6frm 2003-418523 



1/ 



«*«fS«©JHHI*©»^ i: ft * tttt Km feti/cv**^****"*-* it®* 14 



<7)|i^<7) i ja± **■*■*»*« 3 KB«©4.w«tt»*»siy- 

flt$8 11-13 <&v>rft*fcIBIfto&«i&ttM^£~>-- h 0>*«**° 

{±iSE# 2005-3003415 



.2 003-418523 : 2/E 

zGi- % z. t t -r annua* * u - - > 

1 5 HfBUfcOtt* * y - - > r&o 
14 1 6 KiB«t<Z>»* * V - ~ > 

ism^M* * u - - > 



ffl|E# 2005-3003415 



#M 2003-418523 



1/ 



********* > 
Sift*** ^**"tv.^Wto«*^«K»*Bl*«Mft** 

ffi|E# 2005-3003415 



2003-418523 V 



-^M-tnifflft** y u -^v^HMRt-t sheiks 

&-e$>4 0 

[Mtl] *H#M s *5108926*WIB* 
[#fP^m2] #^2000-512009-^<2r# 
[#«PS:llt3] #IS2002-355025-^<2:# 
MHfcfclBUl #P2002-328124-^^# 
[#M5] #^2003-33177-^-<Zr^ 

WMMHtK 1 1 r»fi* ' *• • * 45 ^ 727-734(2000) 

[0 0 10] 

ttitE^p 2005-3003415 



mm 2003-418523 



3/ 



(?) B ^J^*«»«^**«MBM>«**«ltti**+*-t« (3) * 

~(i°D ±ia (i) ~ do) a©v»r*L*»=f»«!>fe»«***»* ? '" f©«t*» 

? v*+,.>iirt. ( h$9i'A4±ffi( 
(1 2) *W»lfcWW#. fl-v******* h**kJ:*lt»#«-C**Ji-5 ^ 

i i) fcB*©MrtflMi** >©«fcfr*. # &±1B (l 

(1 3) tt»«#Btffi#«^ ^/r/^vx. b**K.J:4Btffi«-c**Ji-s u 

(14) ^*^*K»H»^«* feB ^i*^i*^MS 

( 1 1 ) fltrie^«^4- Ktre»ft«> * * y - - > * * I «** t * 

s) tMi (i6) ^nfBftojfflfla^^ , J-->^i*o 

a s: ; ^ft«*«*ft*iW-r*xa*HK*tr±B (i 5) ~ (i 7) a«v>t 

° ( ?Trs»^ (i s) ~ (i 9 ) 

t±iSE# 2005-3003415 



3$M 2003-418523 



4/ 



ISS» *ftim wmm», ajimwiiku 

SS(5tS r*«S*fci^«Bi^ : iM4«aiwtt* 

ffiSE# 2005-3003415 



2003-418523 I 5/ 



«ii^S5«"S«*«i-*. H 3^-«**j. ^^^^ 

x*) 2 iK^-h 109 6 0«W*§*^2 lKlftU^Ifcm*. * 
< it «4 KHHKII v.* c t « ft * . * 6 K«- J 1 i tt *"** Jjivf^ 



BiiE# 2005-3003415 



#M 2003-418523 



6/ 



fcL<{4fTO£*vC^-C&«fc^ 0 HI (B) -C7F$*t4J:d^-^l 1 

± m ttlto R * & fit** 14 SBfl- »KX 14^:® K L T *> 4 v > o 

W> *BK ^'>y h->Kfc^*«Fte'fi5^** , &*^ v>e> * t *° £ ft 

^ v -if 3 ->, x*u->epeik ^v^votk t7*y MWfc^fo 
HKt^is, c^st^ii. > Kft-s-f *rku 

t *tf U**»R (« x. tf**tt<0 x ^ v > - r ^ u 

[0 0 2 2] 

i©i-9M^i"j--v^iiiim<7)i^a«ti^ (Hi (a) a. v 
»*©Rit* 3 n tftt^^; o -r * i t * ar^w*att««*tf a 

««mtffi¥«i 3 *fflv><&o «ii«iitw#ai 3 t«\ 1**^0 o o n i 

x«;r^?*? h«6HJ:«l!tm*11tt, JE**^**^*^ i±ffi.x*;v^-*fir£ 
^tttt^H 2 hv^fcttitrf &»ffitt«Ri 

[0 0 2 4] 

£7" £*mte»Rl 2 {4, «[flt'fk-t-4 3t*a«l***SE^*»*t»'4o ®Mt LTt4, 
[0 0 2 5] 

tb|iE# 2005-3003415 



S&m 2003-418523 



^-v : 7/ 



*) 50K496EIT $f * L < 3 0 K*%JJlTO|EH"T?*inn? £ £o **tt**J 

y^;V7-b>75 K« ; 7*h>\ ^7^ h V7J^-^W>> 

V^i; d-;k ^nn»^'J 3-^WJ7M»^'J ; ifW> 

^V=r-;v ^Dfl/y^'Jn-^ yfl^V^'J^-JK HJifl/>/'J3-^ 1. 

-^7**V> afed^** & 6fl O&fcJK^ «r *tr T ^ * 1/ > ^ U a - ^« ; ^ v * ^> 
fl/V ^, j3 _^/xffl/x-f^ ^ if 1/ > ^ i; n - y ;vx- f hU 

ttio £*L^oi«x»±23ii£iLh*3tta«LT«ffl"c**« tftfe<&^<o**iwra* 

, *»ISICW^< i:t*W«tt*Kl 2**tr*#Kli, .LfBjfcfrOK^fc&Sfc 

mmm.mm z matt & - 1 a*-c s a « 

*>9mm&M. #V t^f->xfv>7;v^;vx-f^ *°V t*->xf 

% 7-trf-vWv 3-;v#^-f ^->14#la«i4^j7& ? *)i9> £:h.e>Ol«Xli2«l2Lt4:ai 

[0 0 2 7] 

n l^ N tKn*yynlfwm;VD-^7^v-b, Sfc®* 1 ? ^^*^n-^, # 
ye^JUfn'J FV, ^^^mtt#4-^§f^^ffl v ^^^o ±IBil7Ktt#ffi{i. 1~10 
g#%^$gH'C<t & L < »* 2 ~5R*%«5lfiH"C«lnr*-*o 
[0 0 2 8] 

jftjjSBtffl^ai 3 O^-* 1 l±^i^ttt^StttIl 2 tBEtfeft, 
[0 0 2 9] 
[0 0 3 0] 

OHH * Jftm3§8J «r if -* KM tL tf £ «3 0 4 L < 3c5e T? % 4 . 

tUSE# 2005-3003415 



#M 2003-418523 



8/ 



[0 0 3 11 ^j-,-*^*,-^,, 
[0 0 3 2] 

[ 0 0 3 3 1 

;v ^iii 2ii~2 o o o«BBW>*>*>**ttfli-c** 

HI 2 t^t^ HfeW«tt»«»*V- Miv^ayu-F |:^MU^ffH 
& <b * C * * x ;v o * K ft A L * AMUR tfM ffi tf*fx *l* « ^ o 

[0 0 3 6] 

[0 0 3 7] 
[0 0 3 8 ] 

miE# 2005-3003415 



#M2 003-418523 * S> : 9/ 

o 

SSSmlS«^^M^n-^M. **■««* 552253S5 

SfcwUSC J: &M£#J^ fcfr 7 C k W % & o 
[0 0 4 3] 




* L° tt*U e J: * «W**WW* £ * * * *S^5 

J I * «* & * f± * 5** tt **£S5?t2 

tin®. *ns rUwttiiwiBic^TWMaeww^ti-cv,*^!* 

tB|E# 2005-3003415 



#0 2 0 0 3 -4 1 8 5 2 3 : 10/ 

]zmm 2 M * * )\> )V -> -7 x 7 - * ATP i: * ~> 7 * V > *>«n?£: £ 

SUSfcLtSittiiflW^ (b-FGF) , ^^^ ,;> «*?^ G ^? ) / M ^f 
^^>,^®(BMP-2)*fflv^ 0 b-TOFtt^««*. IGF-UilOmM * 

*-c**u 2o M g/m i <DM^wti«^n>j >:Sr5 ?:S?f?E^Si2 
ass^) ©*-*±^ ^asM****' hy V 

FBS° (FetaVBovine Serum) *2%HrW)MEM (Dulbecco's ^ ified v ^ s " in ^ 
ential medium) ******* X.X 9 6^^^D^-h (SUMILON »Mf 

[0 0 5 3] 

tblE#2 005-30 0 3 415 



#M 2003-418523 



: 11/ 



[0 0 5 4] 

&«fitt*Ri:tt, «*3MBIft*«H?-2 (FGF-2K ^ V^'J >f^a?-I (IGF- 
I) tf^Jft*:"<*ft-2 (BMP-^S-fctf h7>^7t-5 V^JjfcSB^-pCTGF-^Srffl 

[0 0 5 5] 

*V7 4 > h (N0VIX-II (R) ASAHI TECHNO GLASSY) ©-^-^±Cffi»» ^0 
e-;v7^3-;v (B^^ / fb^Si=i'--fe^-^GMi4L) tK»RS5^mC 

S^^£/cFGF-2fcIGF-I012W^a«S^S^*^^a^^^*^ 0 »^^ S 
W^y-y (">-bA) , *>L< «BMP-2i:TGF- i 8 012Wt-a«S.^jiffi^^^ ; 5>^^ 
^^^tTOiSf^- > (->- hB)W2a«0»«14t>K#m'>- h *rfl* 

Fre*2%4trDIIEII****fc 963* h.KttXLfc. **« 1 fcW« 

yv-H^ &!»®tt!»Wmv->t3R«9'&*>*fe^ *ive**L<o£»&«tt«fK (BMP- 
2fcTGF-/?) tt£i»«1ft'»K#3£->- Lffi 

TV»&«**«iB»=»«**TfeW®ttWK*»»***: (85) . HKftot, ^l" 
- h 1 H&v- hA^fflV^TFGF-2tIGF-I*, h 2 KttV- hB*J8v>TBMP-2fcTGF 

-j?*»»S-£fco -to^ #^"f ^n-/l/- ho^^i;v*ev^^#*&^»C2C12=Sr. 
5 %C0fc*'fr&«H3»*t?4W»HI»«U*: 8 *M»*&48WW1*., #9**©*** 
fr«R3ILI5fc*Lfco #^i;V^ffb<2%FBS/DMEM*Snx.. yv-MKtt->-hB*fflv» 
TBMP-2fcTGF-/?£. V 2 Kiiv- hA*fflV»TPGF-2kIGF-I * £48 

[0 0 5 8] 



VttJSftH^-I (IGF-DfcffiWco BMP-2i:FGF-2}i. **L^*L^y *U >*5%*ln*.20 
Sfc^f^VT^'^fi^^^"-^?^ W&fl^F*8000, BMfc250) 

[0 0 6 0] , 

y*--?ESU -t*L-€ r tL^3tt'C4 3iIJaoajK«)*ft*&i»flHt»R^->- 
§4L£o FBS£2%-&trDMEM&ig^j£i: It 9 6 7^^-^ ^n7*l/ - h^ftXLfco ± 

tB|E# 2005-3003415 



#M 2003-418523 



^-v>: 12/ 



S«lfcB*©*ttt?*«*^#****:- i"-<-COttlia*5%C0i**«r«as»+-C3 

(DttsntftEifc 

(2) ^#§§^i2^F^m 

(3) *&*H$&24B#lfl!& 

(4) **H*&48l$Hm 

*««O*lfi*10%*>l'^ , J VtlO^BfilU BMP-2K X.&#fril<D1&m£ LTTJV 
7^77 ^-<ULP)©»*flMtJfcfe*rtrofco 

>f - >^^io-C#^k^Oj^W«<kt^o FGF-2£tn TLttfr-o ttt% t ±.&(D&ft- {3) 
Wart CFGF-2* Unit * k #5MbW L < 8JfW $ *l* £ t t O 

[0 0 6 2] 



I 0 0 6 3 1 

«**10%*VIWML» (FBS) *#MHBI»*fcU $ 6 

«lDU«H6^irOD7"WK:ftAL/:o ±fife *£25£ 

* 55**4 ^nywfO^x ;v-e±|BOT U**-KJ6te»»* 5 %C0 2 *Hrtr 

©AI±^')^^H:^U7V^-W^^tfx.f)Wo 

ffiiSE# 2005-3003415 



2003-418523 ^-vl 13/E 



"C, ***«*»+* 7 V)HF-#** ****** - *JE;^ fc# 



[nil (A) fttf (B) tt4*ttt*l»a5'- ^WI^HII-e* *• 

[B 3 ] SwS*****- > * 9 6 * n > K* * *fc*T** 

[0 0 6 5] 

1 1 
l 2 

i 3 mMQtm s £& 

1 4 m$m 



mSE# 2005-3003415 




(A) 




ffifiE# 2005-3003415 



#0 2003-418523 



2/ 



[H2] 



101> 102 



113 

125 
137 




oooo 
oooo 
oooo 
oooo 
oooo 
oooo 
oooo 
oooo 




oooo 
ooooo 
ooooo 
ooooo 
ooooo 
ooooo 
ooooo 
ooooo 

198 



> 1 



J 



tbSE# 2005-3003415 





2005-3003415 




tiliE#2 005-3 003415 



2003-418523 



^-v 5 : 1/E 



[IS] i«4i8^*-c § am* * u - - > ^***tf*©»a***«*-*- * 

HHRB9] El 3 



WfE# 2005-3003415 



✓^-v? : i/E 

#0 2003-418523 
jfi 1 A 1 I 11 i 



1ft»)#* [0 0 0 0 0 1 0 0 7] 

1 . S 1 9 9 0¥ 8^300 

ft m *SC»*ffiKT*. : f3Ti 3 0#2* 



ffifES* ttilE# 2005-3003415 



Document made available under the 
Patent Cooperation Treaty (PCT) 



International application number: PCT/JP04/0 19289 

International filing date: 16 December 2004 (16.12.2004) 



Document type: Certified copy of priority document 

Document details: Country/Office: JP 

Number: 2003-418523 

Filing date: 16 December 2003 (16.12.2003) 



Date of receipt at the International Bureau: 10 February 2005 (10.02.2005) 



Remark: Priority document submitted or transmitted to the International Bureau in 
compliance with Rule 17.1(a) or (b) 




World Intellectual Property Organization (WIPO) - Geneva, Switzerland 
Organisation Mondiale de la Propriete Intellectuelle (OMPI) - Geneve, Suisse 



